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 DEPARTMENT OF HEALTH AND
HUMAN SERVICES

" Food and Drug Administration
21 CFRPart3s7 .
: [Docket No. 82N~01683

Bemgh Prostatic Hypertrophy Drug
- Products for Over-the-Counter Human
Use; Proposed Rulemaking f

' Aaency: Food and Drug Administration.

ACTION: Notice of propaséd:rulemaking. ,

SuMMARY: The Food and Drug :
- Administration {FDA)is issuing a notice
of proposed rulemaking in the form of &
. tentative final monograph that would
establish conditions under which over-
the-counter (OTC) benign prostatic
hypertrophy drug products {drug

- products used to relieve the symptoms’

of enlarged prostate gland] are generally

- recognized as safe and effective and not .

- misbranded. FDA is issuing th}s notice
of proposed rulemaking after .
considering the report and
recommendations of the Adwsery

. Review Panel on OTC Miscellanecus

Internal Drug Products and public -

- comments on an advance notice of
- proposed rulemaking that was: based on

those recommendations. This proposal

" is part of the ongoing review of OTC
drug products conducted by FDA.
pATES: Wriiten comments, objeciions. or
requests for oral hearing on.the.
proposed regulation before'the - . . .
Commissioner of Foed and BDrugs by - -

April 21, 1987. New data by February 22. .

1988. Comments on the new data by
April 20, 1988. These.dates are

. ponsistent with the time periods
specified in the agency’s revised.

_ procedural regulations for reviewing and.

‘classifying OTC drugs {21 CFR 33(),10)?
. Written comments on the agency’s .

economicimpact determination by }uz}e :

22,1987,

ADDRESS: Written ccmmems, Obgectmns,:
new data, or requests for oral hearing to -
the Dockets Management Branch {HFA--

305), Food and Drug Administration, Rm.
4-82, 5600 Fishers Lane, Rockwﬂa, MD
20857,

FOR FURTHER !NﬁORMATION CONTACT:
William E. Gilbertsor; Ceriter for Drugs

-and Biologics {HFN-210}, Food and Drug

Administration; 5600 Fishers Lane,
Rockville, MD 20857, 301-295-8000.
SUPPLEMENTARY INFORMATION: In the
- Federal Register of October 1, 1982 (47 .
FR 43568); FDA published, under
§330.10{a){6) {21 CFR 330.10{a)(8}), an -
- “advance notice of proposed rulemaking-
that would classify OTC drug products
to treat the symptoms of benign

prostatic hypertrophy as not generally .
recoghized as safe and effective and as
being misbranded and would declare

- these producis to be new drugs within

the meaning of section 201(p) of the

. Federal Food, Drug, and Cosmetic Act
{the act) {21 U.8.C. 321(p)}). The notice - - -
- was based tupon the recommendaticns-

of the Advisory Review Panel on OTC
Misceilanecus Internal Drug Products
{Miscellaneous Internal Panel}, which
was the advisory review panel
responsible for evaluating data on the
active ingredients in this drug class.
Interested persons were invited'to
submit comments by December 30, 1982
Reply comments in response to :
cominents filed in the initial comment

" period couid be submitted by January
+ 31, 1983,

In accordance thh § 330.10{a}(10), the
data and information considered by the
Panel were put on public display in the
Dockets Management Branch (HFA~
305), Food and Drug Administration

- {address above), after deletion of a
. small amount of trade secret

information. .
In response to the advance notice of

-proposed rulemaking, 3 manufacturers,
16 congressmen, and 112 individuals .

submitted comments. In addition,

- hundreds of individuals sent form letters
-requesting that these drug products not
- be removed from the OTC market.

Copies of the comments and leiters
received are on public display in the
Dockets Management Branch. :
In ovder to coxform to terminology
used in the OTC drug review regulations

{21 CFR 330.10}, the present document is

designated as a “tentative final
monograph.” Its legal status, however, is
that of a proposed rule. In this tentative
final monograph {proposed rulé) to .
establish Subpart L of Part 357 (21.CFR

- Part 387, FDA states for the first time its
_ position on the establishment of a

monograph for OTC benign prostatic

“hypertrophy drug products. Final agency

action on this matter will occur with the

_publication at a future date of a final

rule for OTC benign prostatic

. hypertrophy drug products.

This proposal constitutes FDA's
tentative conclusions and
recommendations on OTC benign
prostatic hypertrophy drug products,
based on the comments received and the
agency's independent evaluation of the

" Panel’s report,

"The OTC procedural regulations {21
CFR 330.10) now provide that any

testing necessary to resolve the safety or

effectiveness issues that formerly
resulted in a Category Iii classificdtion;

and submission to FDA of the results of -

that testing or any other daia, must be -
done-during the OTC drug rulemaking

process before the establishment of a . -

- final monegraph. Accordmg}y, FDA will

ne longer use the terms “Category I

_ {generally recognized as safe and

effective and not misbranded),
“Category II" (not generally recognized
as safe and effective or misbrandedj,
and "Category II" {available data are
insufficient te classify as safe and
effective, and further testing is required)
at the final monograph stage; but will
use instead the terms “nonmonograph
conditions” {old Cateoory I} and
“monograph conditions” {old Categories
1 and II). This docament retains the-
concepts. of Categories I, 11, and [II at the
tenfative final monograph stage.

The agency advises that the
conditions under which the drixg
products that are subjeci to this
monograph would be generally
recognized as safe and effective and not

‘misbranded {monograph conditions) will

be effective 12 monthe after the date of
publication of the final monograph inthe
Federal Registér. On or after that date,
0o OTC drug product that is subject to
the monograph and that cgntams a
nonmonegraph condition, ie., a-

- 'condition that would cause the drug to
be not generally recognized as safe and
- effective or to be misbranded, may be

initiaily introduced or initially delivered
for intreduction into interstate
commerce unless it is the subject of an
approved application. Further, any OTC
drug product subject to this monograph

“that is repackaged or relabeled after the .

effective date of the monograph must be
in eompliance with the monograph -
regardless of the date the product was
initially introduced or initially delivered

for introduction into interstate

commerce. Manufacturers are
encouraged to comply voluntarily with
the monograph at the earliest possible

~ date

I1 the advance notice of proposed
rulemaking, the agency stated that if it
proposed to adopt the Panel's

. recommendations it would propose that

benign prostatic hypertrophy drug

“products be eliminated from the OTC

markef effective 6 months after the date
of publication of a final rule in the
Federa! Register. However, in this
document the agency is proposing a
moenograph that would establish
conditions under which OTC benign
prostatic hypertrophy drug products
would be generally recognized as safe

* and effective and not misbranded.

Experience has shown that relaﬁeimg of
products covered by the monograph is
necessary in order for manufacturers to

“comply with the monograph. New labels

containing the monograph labeling have
to be written, ordered, received, and
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incorporated into the manufacturing
process. The agency has determnined that
it is impractical to expect new labeling
to be in effect before 12 months after the
date of publication of the final
‘monograph. Experience has shown also
that if the deadline for relabeling is-too
short, the agency is burdened with
extension requests and related
paperwork.

In addition, some products will have
to be refermulated to cemply with the
menograph. Reformulation often
involves the need to do stability testing
on the new preduct. An accelerated
aging process may be used to test a new
formulation; however, if the stability

- testing is not successful, and if further -
reformulation is required, there could be
.a further delay in having a new product
available for manufacture.

The agency wishes to establish a
reasonable period of time for relabeling
and reformulation in order to avoid an
unnecessary disruption of the

marketplace that could not only result in -

-economic loss, but also interfere with
consumers’ access to safe and effective
drug products. Therefore, the agency is
propesing that the final menograph be
effective 12 months after the date of its
publication in the Federal Register. The
agency believes that within12 months
after the date of publication most
manufacturers can order new labeling -
and reformulate their products and have
- them in compliance in the marketplace.
If the agency determines that any

- ‘labeling for a condition included in the
final monograph should be implemented
sooner than the 12-month effective date,
a shorter deadline may be established. -
Similarly, if a safety problem is ‘
identified for a particular nonmonograph
condition, a shorter deadline may be set
for removal of that cendition from OTC
drug products.

I. The Agency’s Tentative Conclusions
on the Comments ‘
1. One eomment maintained that the
-review of benign prostatic hypertrophy
drug preduets was improperly
eonducted because the firms marketing
these products were not given adequate
notification that the producis were going
to be reviewed. The comment stated

" that drug products to ireat the symptoms .

of benign prestatic hypertrophy were
not included in the call-for-data notices,
which were published in the Federal
Register on November 186, 1973 (38 FR
31696) and August 27,1975 (40 FR. 3817g).
Therefore, the comment argued that
appropriate notification was net given fo
those concerned. The comment alsg
contended that the evaluation of these
products by the Miscellaneous Internal
Panel was much too hasty and

suggested that ancther panel be
convened to conduct a proper review.
Although the comment is correet that
the November 186, 1973 and August 27,
1975 call-for-data netices did not
specifically mention benign prostatic
hypertrophy drug products, those
notices did advise that monegraphs
resulting from the OTC drug review -
wouid be applicable to every OTC drug,
regardless of whether a submission was
made for a particular product. The
purpose of the two notices was to invite
submissions of data and information en
any OTC drug product that was not
previously part of the OTC drag review.
In addition, a notice appearing in‘the
Federal Register of July 21, 1981 (46 FR
37564) announced that the -
Miscellaneous Internal Panel invited -
comments on benign prostatic
hypertrophy drug products, as well as

- other drug products, and stated that the

agency would use these comments to
develop proposed rulemakings for the
drug categories listed. The notice also

- announced that the Panel mightbe

discussing benign prostatic hypertrophy
drug products, among others, at its
meeting on August 21, 22, and 23, 1981.
Time was provided at that meeting for

. interested persons to present data and

information to the Panel on any of the

drug categories listed in the notice.

Subsequent to publication of the

-advance notice of proposed rulemaking

on benign prostatic hypertrophy drug

" products in the Federal Register,

interested persons had an opportunity to
submit comments on the Panel's
recommendations. Additional
opportunities continue to exist for
interested persons to express their

 opinions and submit additional data. For

example, {ime will be provided «
following publication of this proposed
rule for submissions to comments;
cbiections, new data, or requests for
oral hearing.

No submissions on benign prostatic
hypertrophy drog products were made to

- the agency in response to either of the

call-for-data notices mentioned ahove,
nor did-anyone express interest in
appearing before the Panel at its

- meeting on August 21, 22, and 23, 1981,

Based on the limited amount of data
available to the Panel, the agency does
not believe the Panel’s review was
unduly hasty. FDA does not belfeve it is

- ‘necessary te convene another panel to

review these drug products because
‘ample opportunity has existed and
continues te-exist for interested persons
to express their views or submit data to
the agency on benign prostatic _
hypertrophy drug products. :

2. One comment objected to including -

benign prostatic hypertrophy drug

. preduets in the OTC drug review. The

comment stated that a judicial )
preceeding, previeusly invoked by FDA,
found that these products were safe and
effective in providing relief of certain
symptoms of prostate disorder. {See
United States v. Metobolic Products
Corp. and Edward Y. Pomina, 1964 Pood
Drag Cosm. L. Rep. (CCH) § 80,079, at
80,202 {D). Mass. Jan, 25, 1952).} The
comment stated that expert witnesses
for both the defendant and the
government testified that patients with
certain symptoms related to prosiate
disorders obtain relief from use of these
products. Therefore, the comment
contended that it was improper for the -
agency to invite a contrary finding in
this rulemaking. .

This court case was brought by the
government to seek a permanent
injunction against the introduction inte
interstate commeree of three particular

- benign prostatic hypertrophy drug
_ products. The drug products were found
to be in violation of the misbranding

provisions of the 1938 act {section 502
(a} and (f)) because the labeling
indicated these products tobe a
substitute for prostate surgery. The
decision in the case was limited to
grainting a permanent injeriction against
the products as labeled. -
The case was decided prior to the *
1962 amendments to the aect, which for

“the first time required drugs to be shown

prior to marketing not only to be safe;
but alse to be effective for their
intended uses. One of the purposes of -
the OTC drug review is to determine
those ingredients that are generally
recognized as both safe and effective for
OTC use. Although the éourt found that

- many doctors had observed that the

drug products provide relief from certain

symptoms of prestate digorder, the court

did not determine whether the drug
products might be generally recognized
as safe and effective if labeled
differently. The requirements for
establishing general recognition of
safety and effectiveness are set forth in
§ 830.10{a}{4) of the OTC drug review
procedural regulations.

Based on the discussion above, the -
agency concludes that the prior judicial
proceeding does not preclude the
inclusion in the OTC drug review of
particular drug products that were the

‘subject of the litigation. Nordoes that

litigation in any way preclude a -

Tulemaking proceeding en OTC benign

prostatic hyperirophy drug products.

3. Twe comments objected to benign
prostatic hypertrophy ingredients being
placed in Category II based on the
Pamnel's determination that the condition
being treated is not seli-diagneaable.
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The comments stated that many OTC
drug products treat symptoms of =~
conditions that are not self-diagnosable.
The comments pointed out that the
labeling of the benign prostatic
hypertrophy drug products reviewed by
the Panel specifies that before using the
product the user should confirm by
medical diagnosis that his symptoms are
due to benign prostatic hypertrophy. The
comments contended that in view of this
labeling the Panel’s concern that a
prostatic malignancy may go
undiagnosed was irrelevant. '

. The agency recognizes that a number
of OTC drug products are used to treat
symptoms of conditions that are not
self-diagnosable, e.g., bronchodilators
for asthma and pancreatic enzymes for
pancreatic enzyme deficiency. Although
consumers must be able to recognize the
symiptoms they intend to relieve with.an
OTC drug product, self-diagnosis of the
condition causing the symptoms is not a

. necessary prerequisite to the OTC
availability of drug products. Under
section 503(b){1)(B) of the act (21 U.S.C.

+ 353(b)(1}{B)), a drug may be dispensed
only upon prescription when “because
of its toxicity or other potentiality for .
harmful effect, or the method of its use;

-or the collateral measures necessary to
its use, lit] is not safe for use except
under the supervision of a practitioner -
licensed by law to administer such
drug.” ’ -

As the Panel stated in its report, there
is no-evidence of any potential harm
from ingestion of the combination of the
three ingredients contained in benign
prostatic hypertrophy drug products
(glycine, alanine, and glutamic acid) (47
FR 43568). Benign prostatic hypertrophy
is a fairly common condition, occurring
in about 50 percent of all men over the
age of 50. The agency believes that once
the prostatic condition is diagnosed as
benign, there is no reason why the
symptoms of the condition, i.e., urinary
urgency and frequency, excessive
urinating at night,.and delayed
urination, could not be self-treated
provided the products are effective. (See
comment 4 below for effectiveness
discussion.) v

However, because the Panel’s concern
regarding the potential for a prostatic
malignancy going undiagnosed is a valid
one, the agency believes that the

. following warnings should appear in the
labeling of OTC benign prostatic
hypertrophy drug products: (1) “Do not
take this product unless a diagnosis of
benign prostatic hypertrophy {enlarged
prostate) has been made by a doctor”
and (2) “Because this drug relieves only
the symptoms of enlarged prostate
without affecting the disease itself,

periodic reexamination by a doctor is
strongly recommended.”

4. Two comments submitted a total of
nine published studies (Refs. 1 through
9) as evidence of the safety and
effectiveness of benign prostatic
hypertrophy drug products. The
comments contended that these studies
existed in the scientific literature during

‘the Pane!'s deliberations and should

have been considered by the Panel in its
review of these products. The commerits
argued that these studies as well as the
market experience with benign prostatic
hypertrophy drug products and the
thousands of testimonials received from
satisfied consumers over the years
provide sufficient evidence to generaily
recognize these drug products as safe
and effective for OTC use. In addition,
close to 1,000 ccmments and letters
were submitted to the agency by
concerned consumers in testimony that
these drug products are safe and
effective. g

The agency has reviewed the
submitted studies (not available to the
Panel) and tentatively concludes that
the evidence remains insufficient to
support the general recognition of safety
and effectiveness of amino acid therapy,
specifically the combination of glycine,

“alanine, and glutamic acid, for OTC use

in relieving the symptoms of benign

prostatic hypertrophy.

Details about study design, conduct,
and analysis of the studies are lacking
and, therefore, the available data and-

-information cannot be used to establish

effectiveness. For example, the study by
Feinblatt and Gant (Ref. 1) lacks
information regarding evaluation of the
effectiveness parameters so that the
question of bias cannot be eliminated. In
addition, the blindness of this study is
compromised by assigning different
treatment times for the drug group (3
months) and the placebo group (2
months). In the Damrau study (Ref. 2),
no placebo group was employed; the
results of this study were compared to
the placebo results from the Feinblatt
and Gant study. Valid conclusions
cannot be drawn by comparing the
results of the effectiveness parameters
monitored with observations made by
different investigators in different
patient populations. The seven studies
reported in the Japanese medical
literature (Refs. 3 through 9), likewise,
do not provide sufficient details to make
a proper evaluation.

The Panel had stated that it was not
aware of any definitive clinical trials
with appropriate controls to support
effectiveness {47 FR 43568). In view of
the studies submitted, the agency has
classified the mixture of amino acids in

'Category IIL. The agency has determined

- that additional data are necessary

before the combination of glycine, -
alanine, and glutamic acid can be
generally recognized as safe and
effective for OTC use in relieving the
symptoms of benign prostatic
hypertrophy. :
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5. One comment argued that products
containing the combination of the amino
acids glycine, alanine, and glutamic acid

-should not be part of the OTC drug

review because such products are
grandfathered under provisions of the
1962 Kefauver-Harris amendments to
the act. The firm submitting the
comment stated that it had a letter from
FDA in its files stating that the products
in question are “not new drugs.”

On May 28, 1968, FDA revoked all
previous opinions stating that any
product was “not a new drug” or “no
longer a new drug’* (33 FR 7758).. This
revocation of letters, such as the one
referred to by the commenting firm, has
been codified in 21 CFR 310.100.
Consequently, the letter referred to by
the comment has no legal significance.

Under the 1962 grandfather clause of -
the act, a drug product which on
October 8, 1962, (1) was commercially
used or sold in the United States, (2)
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was not a new drug” as defined in the
1938 act, and {3) was not covered by an
. approved new drug dpplication (NDAY
under the 1938 act, would nét be sub]eci
.to the added requirement of *
effectiveniess “when intended solely for
use under conditions prescrlbed ’
recommended, or suggested in the
labeling with respect to such drugs.”
Pub. L. 87-781, section 701{c){4), 76 Stat.
788, note following 21 U.S.C. 321.

‘The person seeking to show that a
drug comes within a grandfather
exemption must prove every essential
fact necessary for invocation of the .
exemption . See United Stales v. An
Article of Drug . . . “Bentex Ulcerine,”
469 F.2d 875, 878 {5th Cir. 1972), cert.
denfed, 412 U.S. 938 (1973). Furthermofe,
the grandfather clause will be stnct}y
construed against one who invokes it. |
‘See id.; United States v. Allawr Prug
Corp., 357 F.2d 713, 718 (10th Cir.}, cert.
denied, 385 13.8. 899 flgﬁﬁf

A change in compesition m*IabeImg
preclndes the applicability of the
grandfatherexemption. {See USV
Pharmaceutical Corp. v. Weinberger,”
412 'U.5.-655, 663-{1973}.) Evidence was
not provided by the firm to demonstrate
that no changes had occurred in the
composition or labeling of the products
from October 9, 1962, until the present.

Furthermore, it should be noted also
that the grandfather clause applies only
to the new drug provisions of the act
and not to the adulteration and - :
mlsbrandmg provisions. The OTC drug
review was designed to implement both
the misbranding and the new drug.
provisiens of the act. {See 2% CFR 330.10;
37 FR 9465 (May 11, 1972))) The
grandfather clause does not preclude the
agency from reviewing any curremtly
marketed OTC drug, regardless of
whether it has grandf&ther protection
from the new drug provisiens, in ordet
to ensure that the drug is not
misbranded. The agency concludes. that
the products refesred to by the comment
are subject to this preposed rulemaking.

I1. The Agency’s Tentative Conclusions
on OTC Benign Prostatic Hypertrophy
Drug Products -

A. Summary of Ingredient Categories
- -and Testing of Category I and Category
Il Conditions

1. Summary of mcred}ent cafegerms T

- FDA has considered the comments
and other relevant data and infarmation
available at this time and concludes that
data are insufficient to determine that-
the combination of glycine, alanine, and
- glutamic acid can be generally
-recognizéd-as-safe-and effective for OTC

use to relieve the symptoms of benign"

prostatic hypertrophy. '

2. Testing of Category | H and C‘ategory i
conditions

Interested persens may commu:mcate
with the agency about the submission of
data and information to demonstrate the-
safety or effectiveness of any benign
prostatic 11ypertroph},1 mgreélent or
condition included in the review by
following the procedures outlined in the
agency’s policy statement published in.-
the Federal Register of September 29,
1981 {46 FR 47740) and clarified April 1, .
1983 (48 FR 14050). That policy
statement included procedures for the
submission and review of propesed
protocols, agency meetings with
industry or other interested persons, and
agency communications on submitted . .
test data and other information. | -

B. Sumimary of the Agenicy’s Chapges m
the Panel’s Rpcommendatmns -

1. Based on new data prevmusly
unavailable to the Panel, the agency is
classifying the combination of glycine,
alanine, and glutamic acid in Category
IIL. (See comment 4 above.) . E

2. The agency has proposed labelmg -
in the tentative final monograph in the
event that new data are submitted to -
establish “monograph conditions” for
OTC benign prostatic hypertrephy drug
products. (See comment 3 above.)

In the event that no new data are
submitted to the agency during the
allotted 12-month new data period or if
submitted data are not sufficient to. .
establish “menograph conditions” for
OTC benign prostatic hypertrophy drug
products, the final rule will declare
these products to be new drugs under
section 201(p} of the Federal Food, Drug;
and Cosmetic Act {the act), for which
applications approved under section 505
of the act and 21 CFR Part 314 are

.. reguired for marke*tmg Suchrole will . -

also declare that in the absence of an
approved application, these products
would be misbhranded under section 502
of the act. The rule will then be :
incorporated into 21 CFR Part 310,
Subpart E—Requirements for Specific
New Drugs or Devices, instead of into -
an OTC drug monograph in Part 357.

In the Federal Register of May 1 1986
{51 FR 16258}, the agency published a -
final rule changing its labeling policy for
stating the indications for use of OTC.
drug products. Under the final rule, the.
label and labeling of OTC drug products

- are requr'ed to-contain in a prominent

and conspicuocus location, either (1) the

-spesific-wording on indications for use~ =

established under an OTC drug

- monograph; which may appear thhlh a -

boxed area designated. “APPROVED -
USES?; {2] other wording describing -
such indications for use that meets the

statutory pmhkbmons against false or
misleading fabeling, ~hxch shall ne.xther
appear within a boxed area norbe . -
designated “APPROVED USES”; or f3)
the approved menograph language on.
indications, which may appear W}.thm a
boxed area designated “APPROVED
USES,” plus alternative language . .
describing indications for use that is not
false or misleading, which shall appear
elsewhere in the labeling. All required
OTC drug Iabeling other than
indications for use (e.g., statement of
1dent1ty, warnings, and directions) must
appear in the specific wording
established under an OTC dmg

- monngraph The proposed rule'in this

document is subject to the final rule
revising the labeling policy. o -
The agency has exammed the
economic consequences of this proposed
rulemaking in corjunction with cther
rules resulting from the OTC drug
review. In a notice published in. the |
Federal Register of February 8, 1983 (a8

~ FR 5806), the agency announced the

avallabzhiy of an assessment of these
economic impacts. The assessment

-determined that the combined impacts

of all the rules resulting from the OTC
drug review do not constitute a major
rule according fo the criteria established
by Executive Order 12291, The agency

' therefore concludes that not one of these

rules, including this proposed rule for

“oTC bemgn prostatic hypertrophy drug

products, is a major rule. '

The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significant economic impactona .
substantial number of small entities as .

- defined in the Regulatory FIexxblhty Act,

Pub, .. 96-354. That assessment
included a discretionary Regulatory ,
Flexibility Analysis.in the event that an
individual rule might impose an unusual

. or disproportionate impact.on small

entities. The anslysis identified the
possibilities of reducing burdens.on -
small firms through the use of relaxed

‘safety and efficacy standards or labels

acknowledgmg unproven safety or
efficacy. However, the analysis.
concluded that there is ne legal basis for

any preferential waiver, exemption, or

tiering strategy for small firms

compatible with the public health- o

requirements of the Federal Food, Drug,
and Cosmetic Act.

The agency invited pubhc comment in
the advance notice of preposed ’

-~ rulemaking; re:gardmg any substantial or

significant economic impact that this
rulemaking would have on OTC benign’

prostatic hypertrophy drug products. .-

One comment stated that if these
products were removed from the OTC
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market, the result would be financial
disaster to the firm. As stated above,
there is no legal basis for any
preferential waiver or exemption from
the requirements of the act.

Any comments on the agency’s initial
determination of the economic
- consequences of this proposed
rulemaking should be submitted by June
22, 1987. The agency will evaluate any
comments and supporting data that are
received and will reassess the economic
impact of this rulemaking in the
preamble to the final rule.

The agency has determined that under

21 CFR 25.24(c)(8) {April 26, 1985; 50 FR
16636] that this action is of a type that
does not individually or cumulatively
have a significant impact on the human
environment. Therefore, neither an
environmental assessment nor an
environmental impact statement is
required. :

Interested persens may, on or before
April 21, 1987, submit to the Dockets
Management Branch (HFA-305), Food
and Drug Administration, Rm. 4-62, 5600
Fishers Lane, Rockville, MD 20857,
writter: comments, 6bjections, or
requests for oral hearing before the
Commissioner. A request for an oral
hearing must specify points to be
covered and time requested. Written
comments on the agency's economic
impact determination may be submitted
on or before June 22, 1987. Three copies
of all comments, objesctions, and

requests are to be submitted, except that

individuals may submit one copy.
Comments, objections, and requests are
to be identified with the docket number
found in brackets in the heading of this
document and may be accompanied by
a supporting memorandum or brief.
‘Comments, objections, and requests
' may be seen in the office above between
9 a.m. and 4 p.m., Monday through
Friday. Any scheduled oral hearing will
be announced in the Federal Register.
Interested persons, on or before
February 22, 1988, may alsc submit in
writing new data demonstrating the
safety and effectiveness of those
conditions not classified in Category L
Written commenits on the new data may

be submitted on or before April 20, 1988.

These dates are consistent with the
time periods specified in the agency’s
-final rule revising the procedural
regulations for reviewing and classifying
OTC drugs, published in the Federal
Register of September 29, 1981 (46 FR
47730). Three copies of all data and
comments on the data are to be
submitted, except that individuals may
. submit one copy, and all data and

" comments are to be identified with the

docket number found in brackets in the
heading of this document. Data and
comments should be addressed to the
Dockets Management Branch (HFA-305)
{address above). Received data and
comments may alsc be seen in the office
above between 9 a.m. and 4 p.m.,
Monday through Friday.

In establishing a final rule, the agency
will ordinarily consider only data
submitted prior to the closing of the
administrative record on April 20, 1988.
Data submitted after the closing of the
administrative record will be reviewed
by the agency only after a‘final rule is
published in the Federal Register unless
the Commissioner finds good cause has
been shown that warrants earher
consideration.

List of Subjects in 21 CFR Part 357

Labeling, Over-the-counter drugs,
Benign prostatic hypertrophy drug
products.

. Therefore, under the Federal Food,
Drug. and Cosmetic Act and the
Administrative Procedure Act, it is

proposed that Subchapter D of Chapter I

of Title 21 of the Code of Federal
Regulations be amended in Part 357 to
read as follows:

1. The authority citation for Part 357

. -continues to read as follows:

Authority: Secs. 201(p), 502, 505, 701, 52
Stat. 1041-1042 as amended, 1050-1053 as
amended, 10655~1056 as amended by 70 Sat.

919 and 72 Stat. 948 (21 U.S.C. 321(p), 352, 355,

371); 5 U.S.C. 553; 21:CFR 5.10 and 5.11.

2. Subpart L is added to Part 357 to
read as follows:

PART 357—MISCELLANEQUS -
INTERNAL DRUG PRODUCTS FCR
OVER-THE-COUNTER HUMAN USE

Subpart L —Benign Prostatic Hypertrophy
Drug Products

‘Sec.’

357.1001 Scope )

357.1003 Definition.

357.1010 - Benign prostatic hypertrophy
active ingredients. [Reserved]

3571050 Labeling of benign prostatic -

hypertrophy drug products.

Subpart L—Benign Prostatic
Hypertrophy Drug Products

§357.1001 Scope.

{a) An over-the- counter drug product
to relieve the symptoms of benign
prostatic hypertrophy in a form suitable
for oral administration is generally
recognized as safe and effective and is
not misbranded if it meets each of the

_ conditions in this subpart and each of

the general conditions established in
§ 330.1.

(b) References in this subpart to
regulatory sections of the Code of
Federal Regulations are to Chapter I of
Title 21 unless otherwise noted.

§ 357.1003 Definition.

As used in this subpart:

Benign prostatic hypertrophy. A
benign (not malignant) enlargement of
the prostate gland.

§ 357.1010 Benign prostatic hypertrophy
-active ingredients. [Reserved]

§ 357.1050 Labeling of benign prostatic
hypertrophy drug products.

(a) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as an enlarged prostate
symptom reliever.”

(b) Indications. The labeling of the
product states, under the heading
“Indications,” the following: “for relief
of-urinary urgency and frequency,
excessive urinating at night, and
delayed urination associated with
benign prostatic hypertrophy (enlarged
prostate).” Other truthful and
nonmisleading statements, describmg
only the indications for use that have:
been established and listed in this
paragraph (b), may also be used, as
provided in § 330.1(c)(2), subject to the
provisions of section 502 of the act
relating to misbranding and the
prohibition in section 301(d) of the act

.against the introduction or delivery for

introduction into interstate commerce of
unapproved new drugs in violation of

.section 505{a) of the act.

(c) Warnings. The labeling of the

‘product contains the following warnings

under the heading “Warnings™:

{1) “Do not take this product unless a’
diagnosis of benign prostatic ,
hypertrophy {enlarged prostate) has
been made by a doctor.”

{2) “Because this drug relieves only
the symptoms of enlarged prostate
without affecting the disease itself,
periodic reexamination by a doctor is
strongly recommended.” -

{(d) Directions. [Reserved]

(e) The word “physician” may be
substituted for the word *“doctor” in any
of the labeling statements in this
section.

Dated: December 6, 1986.
Frank E. Young,
Commissioner of Food and Drugs

- [FR Doc 87-3570 Filed 2-19-87; 8:45 am}
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